Introduction: An elevated level of serum C-reactive protein (CRP) is widely considered an indicator of an underlying inflammatory disease and a long-term prognostic predictor for dialysis patients. This cross-sectional cohort study was designed to assess the correlation between the level of high-sensitivity CRP (HS-CRP) and the outcome of peritoneal dialysis (PD) patients.
Introduction
An elevated level of serum C-reactive protein (CRP), an acutephase reactant, has been found to predict the clinical outcome of various cardiovascular diseases such as myocardial infarction and stroke in the general population and in patients with chronic kidney disease and those undergoing dialysis [1, 2] . Some studies reported that CRP itself is pro-inflammatory as it has the ability to bind damaged cells and activate complements [3, 4] . A high CRP level is widely considered an indicator of an underlying inflammatory disease or a high oxidative stress condition, and a long-term prognostic predictor for patients undergoing dialysis [5] [6] [7] . A high-sensitivity CRP (HS-CRP) test is more sensitive than conventional CRP detection tests and can detect levels of CRP within the reference range [8] .
Many studies have recognized uremic milieu as a state of chronic inflammation [9] [10] [11] [12] . Even after dialysis, patients remain in an inflammatory status because the serum level of proinflammatory cytokines such as interleukin-1 (IL-1), IL-6, and tumor necrosis factor-a are elevated in dialysis patients [13] [14] [15] [16] [17] . It has been reported that up to 30-50% of peritoneal dialysis (PD) patients have increased CRP levels [7, 18, 19] . Although several studies have reported that the elevation of CRP is a useful predictor of the occurrence of cardiovascular events and mortality [7, 13, 20, 21] , some demonstrate that CRP is not significantly associated with all-cause mortality [19, 22, 23] . It has been reported that the characteristics of membrane transporter status and residual renal function affect the serum CRP level [24, 25] . Therefore, this discrepancy may be attributed to the sample size, analyzed parameters, and study period.
In addition to predicting mortality, an elevated CRP level has been shown to be linked to technique failure. Nevertheless, only a few studies have assessed the impact of baseline serum CRP level on technique failure, and the association between baseline serum CRP level and subsequent technique failure is still inconclusive. Some studies demonstrated that serum CRP level was independently associated with technique failure [26] , whereas others found that serum CRP level was not a predictor for technique failure [27, 28] . Therefore, it would be interesting to know whether serum CRP level is correlated with technique failure in PD patients.
Both residual renal function and peritoneal clearance have been reported to be inversely associated with serum CRP level [24, 25] , whereas some studies demonstrate that serum CRP is not influenced by peritoneal solute transport rate and residual renal function [22, 29] . As these 2 factors have also been shown to be predictive markers for mortality and technique failure in PD patients and are associated with CRP, it would be crucial to elucidate whether HS-CRP can predict the clinical outcome in PD patients independently of residual renal function and peritoneal clearance. The aim of this cross-sectional cohort study was to investigate whether serum HS-CRP level was independently associated with mortality and technique failure in PD patients.
Materials and Methods
This cross-sectional cohort study complied with the guidelines of the Declaration of Helsinki and approved by the Medical Ethics Committee of Chang Gung Memorial Hospital, a tertiary referral center located in the northern part of Taiwan. Since this study involved retrospective review of existing data, the Institutional Review Board approval was obtained, but without specific informed consent from patients. In addition, all individual information was securely protected (by delinking identifying information from main data set) and available to investigators only. Furthermore, all the data were analyzed anonymously. The Institutional Review Board of Chang Gung Memorial Hospital has approved this study and no informed consent was requested by the Committee. Finally, all primary data were collected according to strengthening the reporting of observational studies in epidemiology guidelines.
Study Population and Follow-up
This cohort observational study was conducted in the PD unit of Linkou Chang-Gung Memorial Hospital from October 2009 to September 2011 to determine the impact of HS-CRP on the patients' outcome. All the data were obtained from the record of the routine examination. Among 445 patients, 43 patients were excluded owing to recent episodes of peritonitis, active infection, chronic liver disease, autoimmune disease, malignant diseases, or acute myocardial infarction within 3 months. The remaining 402 patients were enrolled in this study. All patients had been undergoing PD for . Baseline demographic and clinical data, including age, sex, body mass index (BMI), presence of diabetes, duration of PD at the entry of this study, residual renal function, hemogram, and biochemical parameters, were recorded. PD membrane characteristics, including the dialysate/plasma creatinine ratio (D/P Cr ) and peritoneal equilibrium test (PET) results, were assessed. All of these data were obtained during routine clinical practice. During the 24-month follow-up, cardiovascular events, infection episodes, technique failure, and mortality rate were recorded. A cardiovascular event was defined as acute myocardial infarction, intervention of coronary artery disease with angioplasty or stenting, cerebral vascular accident, and peripheral vascular occlusion requiring intervention. An infection episode was defined as PDrelated infection or non-PD-related infection.
No patient was lost to follow-up. Patient deaths were recorded, and those patients who underwent kidney transplantation or were transferred to hemodialysis were censored when they received alterative renal replacement therapy. Laboratory Parameters
Blood specimens were collected within a few days of clinical examination during stable PD routine examination to minimize the effect of any acute event. Blood was drawn immediately, centrifuged, and then stored at 270uC until used in assays. Serum HS-CRP was analyzed by using immunonephelometry (Nanopia CRP; Daiichi, Tokyo, Japan). Serum intact parathyroid hormone (iPTH) was determined by using a chemiluminometric immunoassay (ADVIA Centaur iPTH; Siemens Medical Solutions Diagnostics, New York, NY, USA) with a reference range of 7-53 pg/mL. All other biochemical parameters were obtained with standard laboratory procedures by using an automatic analyzer.
Peritoneal Dialysis Membrane Characteristics
The adequacy of dialysis was determined by measuring the total weekly creatinine clearance (CCr), which was normalized to 1.73 m 2 of the body surface area. Residual renal CCr was calculated as an average of the 24-h urine urea and CCr. Dialysate creatinine concentration was corrected for interference by glucose. The dialysate/plasma creatinine ratio (D/P Cr ) was calculated from the concentrations of creatinine in the 24-h dialysate and the plasma.
Statistical Analysis
Continuous variables are expressed as means and standard deviations, and categorical variables as numbers and percentages in brackets. All data were tested for normality of distribution and equality of standard deviations before analysis. For comparisons between patient groups, one-way ANOVA was used for quantitative variables, whereas chi-square or Fisher's exact test was used for categorical variables. P values were calculated, and the null hypothesis was rejected if the P value was ,0.05. The independent links between HS-CRP and variables were analyzed further with simple and stepwise backward multiple linear regression analyses, adjusting for other factors linked with HS-CRP. Mortality was examined by using Kaplan-Meier analysis. Differences in the survival curves among the 3 groups were evaluated by using the log-rank test. An initial univariate Cox regression analysis was performed to compare the frequency of possible risk factors associated with mortality. To control for possible confounding factors, a multivariate Cox regression analysis (stepwise backward approach) was performed to analyze the significant factors (P, 0.05) on the univariate analysis that met the assumptions of a proportional hazard model. The criterion for significance was a 95% confidence interval to reject the null hypothesis (P,0.05). All analyses were performed by using SPSS 12.0 for Windows (SPSS Inc., Chicago, IL, USA).
Results

Baseline Patient Characteristics of Demography and Biochemistry
Of the 402 patients in this cohort observational study, 148 (36.8%) were men and 254 (63.2%) were women. Their mean age was 48.6614.6 years. The mean duration of PD was 73.6641.0 months. Table 1 The percentages of patients with diabetes were significantly increased: 8.2% in T1, 17.2% in T2, and 27.6% in T3. A significant increase in the BMI values was also found across the 3 tertiles. Up to 76.9% of patients in T1 had residual renal function, whereas 59.7% of patients in T2 and 53.0% of patients in T3 had residual renal function (P,0.001). The white blood cell count was significantly increased and the hemoglobin level was reduced, whereas the platelet count was not different across these groups. Liver biochemistry test showed no difference in serum aspartate transaminase, alanine transaminase, and total bilirubin levels across the HS-CRP tertiles. The serum albumin level was in inverse proportion to the HS-CRP level, with the lowest level in T3. The examination of lipid profiles revealed a significant decrease in high-density lipoprotein (HDL) levels and an increase in triglyceride levels across the 3 tertiles of increasing HS-CRP, whereas total cholesterol and low-density lipoprotein (LDL) levels were not different across these tertiles. Fasting blood sugar and glycated hemoglobin (HbA1c) levels were examined in every patient, and the results showed a significant increase in these 2 parameters across the 3 tertiles of increasing HS-CRP. Surprisingly, further analysis revealed that in patients without diabetes, fasting blood sugar and HbA1c levels were increased across the 3 tertiles of increasing HS-CRP, whereas in patients with diabetes, blood sugar and HbA1c levels varied and were not different across the HS-CRP tertiles. Compared with patients in the other tertiles, the serum creatinine level was lowest in the patients in T3. Serum uric acid, calcium, phosphorus, and iPTH levels were not significantly different across the HS-CRP tertiles. Transferrin saturation was significantly decreased across the 3 tertiles of increasing HS-CRP. There was a trend toward the higher ferritin Table 2 outlines the peritoneal membrane characteristics of the PD patients. Among the 3 tertiles of increasing HS-CRP, the value of D/P Cr was significantly increased. According to the results of PET, the peritoneal transport status in the 3 tertiles was significantly different, as 12.7% of patients in T3 were high transporters and 8.2% of patients were low transporters, whereas 3.7% of patients in T1 were high transporters and 16.4% of patients were low transporters. There was no significant difference for the weekly CCr (total) in the 3 tertiles, whereas the weekly CCr (PD) in T1 was significantly lower than that in the other 2 tertiles (P,0.001). There was also a trend toward a lower value of weekly CCr (renal) in T3. (Table 3 ). There were significant differences in the mortality and technique failure in the three tertiles, whereas there was no significant difference in the number of patients transferring to HD and receiving transplantation among three groups ( Table 3) .
Baseline Peritoneal Membrane Characteristics
The results of the Kaplan-Meier analysis and log-rank test also demonstrated that there was significant difference in the cumulative patient survival rate between T3 vs T1 (P,0.001) and T3 vs T2 (P,0.001) (Fig. 1) . Nevertheless, despite a trend towards a higher patient survival rate in T1 than that in T2, the difference did not reach statistically significant. In addition, the KaplanMeier analysis and log-rank test also revealed that the cumulative technique survival rate in T3 was significantly lower than T1 and T2 (T3 vs. T1, P,0.001; T3 vs. T2, P,0.001) (Fig. 2) , whereas the comparison of the cumulative technique survival rate between T1 and T2 was not statistically different.
During the 24-month follow-up, there was no difference in the episodes of PD-related and non-PD-related infection across the 3 tertiles. Because serum CRP level has been identified as a cardiovascular factor, we examined the predictive value of serum HS-CRP level for subsequent cardiovascular events during the 24-month follow-up. More patients (25.4%) in T3 had cardiovascular events during the follow-up period than patients in T2 (15.7%) and T1 (12.7%) (P = 0.018). These results suggest that patients in the high HS-CRP tertiles are at risk of developing cardiovascular events in the following 24 months.
HS-CRP Level is an Independent Predictor of Mortality and Technique Failure
To further assess the independent predictors of mortality, Cox regression analysis was used. The results of univariate Cox regression analysis revealed that higher HS-CRP level, older age, the presence of DM, higher white blood cell count, lower serum albumin level, higher plasma sugar level and HbA1c value, lower serum creatinine level, lower calcium and phosphorus levels, and the occurrence of infection episodes and cardiovascular events during the 24-month follow-up were risk factors for mortality (Table 4) . On multivariate Cox regression analysis, only higher HS-CRP level, older age, the presence of DM, lower serum albumin level, and the occurrence of cardiovascular events during follow-up were identified as independent predictors of mortality (Table 5) . Every 1 mg/L increase in HS-CRP level was independently predictive of a 1.4% increase in mortality.
To identify the risk factors for technique failure (death or transfer to hemodialysis), univariate and multivariate Cox regression analyses were applied. The results of univariate Cox regression analysis demonstrated that higher HS-CRP level, older age, the presence of DM, the existence of residual urine, higher white blood cell count, lower hemoglobin level, lower serum albumin level, higher plasma sugar level and HbA1c value, lower serum creatinine level, lower serum phosphorus levels, higher dialysate/plasma creatinine ratio, peritoneal equilibration test, higher weekly CCr (PD), and the occurrence of infection episodes and cardiovascular events during follow-up were significant risk factors for technique failure (Table 6) . Multivariate Cox regression analysis showed that higher HS-CRP level, the presence of DM, lower hemoglobin level, lower serum albumin level, higher dialysate/plasma creatinine ratio, and the occurrence of infection episodes and cardiovascular events during follow-up were independent predictors of technique failure (Table 7) .
Discussion
This study is a cross-sectional cohort study that enrolled 402 patients to assess the impact of serum HS-CRP levels on mortality and technique survival in PD patients. The major causes of death and technique failure in PD patient is attributed to cardiovascular disease, infection, and loss of dialysis adequacy, all of which are associated with inflammation. Our results demonstrate that HS-CRP as an inflammatory marker predicts mortality and technique survival, supporting the hypothesis that inflammation has an adverse effect on the clinical outcome. Our study demonstrates that 42% of PD patients had serum HS-CRP levels more than 5 mg/L, slightly higher than those reported in Chinese PD patients (36%) [7] . In this study, the patients in the high HS-CRP tertile have a higher mortality rate and a lower technique survival rate during the 24-month follow-up. Relatively small number of patient deaths may contribute to insignificant difference in mortality and technique survival rate between T1 (none of patients) vs T2 (4 patients). In accordance, the results of multivariate logistical regression analysis also showed that HS-CRP is an independent predictor of both mortality and technique failure.
During the past decade, CRP has emerged as a powerful predictor of mortality in dialysis patients [10, [30] [31] [32] [33] [34] . Our study also verifies the importance of HS-CRP in predicting the subsequent survival of PD patients. CRP is the most used inflammatory marker. It has been associated with the nutrition status and its markers, including serum albumin level [35, 36] . In accordance, our study also showed that serum albumin level was significantly reduced across the 3 tertiles of increasing HS-CRP. Serum albumin level is an important predictor of all-cause mortality in both PD and hemodialysis patients [37, 38] . As frequently there is a reciprocal interaction between serum albumin and CRP levels, some studies have shown that on multivariate Cox regression analysis, serum CRP level instead of serum albumin level remains significant in predicting mortality [39] . In contrast, our study showed that both serum HS-CRP and albumin levels were independent risk factors for mortality and technique failure. This discrepancy may be attributed to the low percentage (17.7%) of patients with diabetes in our study, as serum albumin level has been reported to be lower in diabetic PD patients and may become a confounding factor in studies recruiting a high population of diabetic patients. CRP has been shown to be strongly associated with diabetes in recent years [40, 41] . Oh et al. reported that diabetic PD patients had a higher serum HS-CRP level, suggesting an interrelation between diabetes and HS-CRP. Our study demonstrates that on multivariate Cox regression analysis, serum HS-CRP, albumin level, and diabetes all remain independent factors for predicting mortality and technique failure in PD patients. Both peritoneal clearance and residual renal function are major determinants of survival in PD patients [42] [43] [44] . In addition, these 2 factors have been shown to be linked with serum CRP level. Some studies reported that a reduction of residual renal function and peritoneal clearance led to an elevated serum CRP level [24, 25, [45] [46] [47] , whereas other studies did not find this correlation [19, 22, 29, 48] . There is therefore a controversy about whether CRP predicts the clinical outcome of PD patients independent of peritoneal clearance and residual renal function. Our study demonstrated that peritoneal clearance was decreased across the 3 tertiles of increasing HS-CRP, whereas there was no significant difference in the CCr of residual renal function across the 3 tertiles. On multivariate logistic regression analysis, serum HS-CRP level instead of peritoneal clearance and residual renal function was a negative predictive marker for both mortality and technique failure. The CANUSA study showed that there was a 12% decrease in the relative risk (RR) of death (RR, 0.88; 95% confidence interval [CI], 0.83 to 0.94) for each 5 L/wk per 1.73 m2 increment in glomerular filtration rate [49] . Compared with the patients in the CANUSA study, our patients had less residual renal function (37.7 L/wk in CANUSA study vs. 8.9 L/wk in our study). Thus, our study might underestimate the contribution of residual renal function to mortality and technique failure.
Technique failure in PD patients is frequently caused by peritonitis or high peritoneal membrane solute transport [42, 43, 48, 50, 51] . Our data showed that the patients in the high HS-CRP tertile had a higher value of D/P Cr and a larger proportion of high transporters than those in the other tertiles. In addition, despite having no role in predicting mortality, a high D/ P Cr value is indeed a high risk factor for technique failure. Furthermore, high HS-CRP level predicted subsequent technique failure independent of D/P Cr . Being a high transporter has been shown to be a significant risk factor for PD failure in a large-scale study [48] , and associated with a trend to higher technique failure in a meta-analysis report [43] . In addition, Fine et al. have demonstrated that being a high transporter predicts an increase in serum CRP level [45] . Whether the association between a high transporter status and serum HS-CRP level is a causal relation or an epiphenomenon remains elusive.
Cardiovascular events are the most common cause of death in dialysis patients [52, 53] . It may be related to uremic toxins, volume status, vascular calcification, anemia, hypoalbuminemia, and chronic inflammation [52, 54, 55] . An elevated CRP level has been reported to be an independent predictor of myocardial infarction and cardiovascular mortality in PD patients [7, 15, 19, 20] . Our study further demonstrated that although the incidence of cardiovascular events was significantly increased across the increasing HS-CRP tertiles, both HS-CRP and cardiovascular events were independent predictive markers for all-cause mortality on multivariate Cox regression analysis.
Our study also verified some well-established factors associated with HS-CRP (Table 1) , including age, DM, BMI, existence of residual urine, white blood cell count, hemoglobin, albumin, HDL, triglycerides, fasting sugar, HbA1c level, and transferrin saturation. Among these factors, it is of interest that fasting sugar and HbA1c levels were significantly increased across the 3 tertiles in non-diabetic patients, whereas it lost statistical significance in diabetic patients. In addition to blood sugar control, chronic inflammation and oxidant stress have been found to be elevated in diabetic dialysis patients. Our finding may suggest that other factors, such as oxidative stress and chronic inflammation, in diabetic PD patients may surpass the influence of blood sugar control on serum HS-CRP level, whereas blood sugar level is still associated with the elevated serum HS-CRP level in nondiabetic PD patients. Nevertheless, except HS-CRP, age, DM, and hypoalbuminemia, all of these factors, including fasting sugar and HbA1c level, failed to predict mortality and technique failure on multivariate logistical regression analysis.
This study has several limitations. First, this study was restricted to a single-center observation. Second, this study is cross-sectional and includes prevalent patients. As HS-CRP is associated with high mortality in PD patients, this study enrolled only prevalent patients and may have underestimated the impact of HS-CRP on mortality owing to censoring bias. Nevertheless, the large number of PD patients and the extensive analysis of possible parameters that can affect clinical outcome in this study reduce these limitations.
In conclusion, the present study shows the importance of HS-CRP in predicting the 2-year mortality and technique survival in PD patients independent of age, diabetes, hypoalbuminemia, and the occurrence of cardiovascular events.
